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Columi) C Explanation Form 


1. Registmloa Number SI F-0016 

2. Number of animals used under Column E conditions in (his study. ^ 

3. Species (common name) of animals used in diis study, ferrets 

4. Explain the procedure producing pain and/or distress, including reason(s) for species selected. 

The purpose of this project is to develop vaccines that protect humaDs against respiratory 
vtjxiset, namely highly pathogenic avian ianuenza viruses. Viral infection and the indudion of an 
immune response can only be studied In living animaU. Wc were limited in our ability to study 
these viral infectiOBS and vaccine responses in the natural human host or a permissive primate 
model because of ethical considerations, Umited avadabiKty, and hnited genetic (oob. Ferrets 
are mammaKan modeb to study disease and evaluate potential raccine candidates. Avian 
inllueaza vimses are not nplfomly vimlent for ferrets. Infccden of ferrets with some highly 
pathogenic avbn ionnenza viruses can result in disease symptoms that can range from very 
mild disease up to pneumonia and even, with go intervention, death. In this regard, it 
resembles the rare avian innuema infections reported in humans. 

5. Provide scientincjustilicatioa why pain and/or distress could not be relieved. State molhods or means 
used to determine that pain and/or distress relief would itiua-fere with test results. 

For (he attenuation studies, we conducted studies to evaluate the level of attenuation of live 
vaccine candidates compared to the wild-type viruses (hat cause the disease In nature. HSNl 
wild-type inOucaza viruses are shown to eanse severe cUtticai signs in ferrets. Siacc the 
attenuatkin studies measure the ability of the virus to replicate in the animal, and some 
influenza virus subtypes ranse clinical signs in ferrets, we did not administer antiviral agents 
or antipyretics/a nalgesio to animals (hat displayed clinical signs. 

The srientifle justification for wilhboldiag anti ioflammalory drugs (NSAlDs) are as follows; 

Their use will inhibit the fever response and the fever response b an important 
endpoint for validating this model. 

The aRti-inflammatory propcilles of the NSATD may affect the immune response to (he 
viruses, which may affect the course of (he disease. 



The review by Aronoff and Neil5on,( Am J Med 111; J04-3I.S, 2001), reports that fever b lightly 
regulated by the immune response, is capable of conotenag the release of pyrogenic cytokines, and 
salicylates and other aDtipyretirs suppress lusue inflammation. For these reasons, wc did not 
administer aotipyretics/analgeslcs to fenets infected with iafluenza viruses. 



EXPLANATION FOR COLUMN E LISTING 


1 Registration Number- 

2. 18 aoimals used under Column E conditions in this study: FY 2005 

3. Species icommon name) of animals used io this study: Hamster 

4. Explain the procedure producing pain/or distress, including reason (s) icr species selected. 

Leithnunial diseases are major parasitic diseases of man. The stage of the parasite that grows in the 
vertebrate host and causes disease cannot be generated in vitro. It can only be obtained from in vivo 
sources. In nature, most leishmanial special are maintained within animal reservoirs, usually 
rodents. The hamster is the only laboratory aninul that develops s-Uccrul leishmaniasis. There it no 
way to test the action of Tacdoes in vitro. Tbe whole animal b required to study experimental 
vaccines, protective immune responses and the outcome of infection of v accinated animals. 
Information derived from the immune system responses being cxamincil cannot be gathered by using 
ceil culture or computer models. 

Visceral lejshmaniasis in hamsters was manifested at hepatomegaly and anemia. The 
progression of visceral iofection in hamsters was not associated with any overt pathology 
or changes in behavior until infection was severe, at which time hamslei-s began to move 
slowly and lose appetite. 

S. Provide scinitinc justification why pain and/or distress could not be n-lieved. Stale methods 
or means used to ^tenniae that pain and/or distress relief would inlerrcre with test results. 

The point of onset of morbidity was variable, but it generally occurred in the period 
12> 16 weeks post infection (when parasite inoculum b low and parasiiet are injected 
inlradermally). Without intervention, over several weeks, affected hamsters became 
cachectic and moribund. 

The only means for pain or distress relief was euthanasia. 

Anaigesks were not used during the two-day period after morbidity w.is observed 
because they would affect the size, histology, and parasite toad of inferied organs. The 
consequences of which wilt affect endpoint comparative findings betwc rn vaccinated and 
noR-vaccinaled animals. 

Those endpoint comparative findings are critical to the design of these studies the 


eventual identification of candidate vaccines. 



1 

1 NOV -s 2006 


>iyi: 




